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L10 ANSWER 1 OF 20 CAPLUS COPYRIGHT 2 007 ACS on STN 
TI Pellicle-resistant gelatin capsule 

AB The present invention relates to compns. suitable for use in preparing 
gelatin capsules for pharmaceutical, nutraceutical and food 
industries, to gelatin capsules exhibiting reduced crosslinking 
and/or pellicle formation, and to methods of preparing such gelatin 
capsules. Dosage forms comprising a drug, such as a cyclooxygenase-2 
inhibitor are also described. For example, a composition suitable for 

preparation 

of a capsule wall contained gelatin 42%, glycerol 

(85%) 10%, sorbitol 15%, tromethamine 7.5%, and water 25.5%. Filled 
capsules were stored at 40° and 75% relative humidity for up to 24 
wk. Capsules exhibit less pellicle formation than do capsules prepared from 
comparative composition with no primary amine. 
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TI Pellicle-resistant gelatin capsule 

AB The present invention relates to compns. suitable for use in preparing 
gelatin capsules, to gelatin capsules exhibiting reduced 
crosslinking, and to methods of preparing such gelatin capsules. 
The compns. comprise gelatin and an amine agent used for 
inhibition of crosslinking of the gelatin and/or pellicle 
formation in a capsule shell. The amine agent is selected from 
tromethamines , ethanolamine , ethylenediamine , diethylamine , ethylene 
N-methyl-D-glucamine, amino acids, diethanolamine, benethamine, 
benzathine, piperazine, hydrabamine, and imidazoles. The compns. further 
comprise at list one excipient selected from decomposition inhibitors, 
opacifying agents, preservatives, and plasticizers . Capsules are useful 
for oral delivery of drugs, e.g., a selective cyclooxygenase-2 inhibitory 
drugs, such as celecoxib. For example, a capsule wall was 
prepared from gelatin 4 0%, 85% glycerol 25%, tromethamine 10%, and 
water 25%. The capsules were filled and after 24 wk storage at 40° 
and 75% relative humidity exhibited less pellicle formation than did 
capsules prepared from comparative composition with no primary amine. 
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ANSWER 3 OF 2 0 CAPLUS COPYRIGHT 2007 ACS on STN 
Gelatin capsule exhibiting reduced cross -linking 
The present invention relates to compns . suitable for use 
gelatin capsules, to gelatin capsules exhibiting reduced 
crosslinking, and to methods of preparing such gelatin capsules. 
The compns. comprise gelatin and a sulfite compound used for 
inhibition of gelatin crosslinking and/or pellicle formation in 
a capsule shell. The composition further comprises at least one 
excipient selected from decomposition inhibitors, opacifying agents, 
preservatives, and plasticizers . Capsules are useful for oral delivery of 
drugs, e.g., a selective cyclooxygenase-2 inhibitory drugs, such as 
celecoxib. For example, a capsule wall was prepared from 
gelatin 42%, 85% glycerol 10%, sorbitol 15%, sodium 
bisulfite 7.5%, and water 25.5%. The capsules were filled and 
after a 24 wk storage at 40° and 75% relative humidity exhibited 
less pellicle formation than did capsules prepared from comparative composition 
with no bisulfite. 
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TI Gelatin capsule exhibiting reduced crosslinking with 
addition of sulfites 

AB The present invention relates to compns . suitable for use in preparing 

gelatin capsules, to gelatin capsules exhibiting reduced crosslinking, and 
to methods of preparing such gelatin capsules. Capsules prepared from compns. 
containing a sulfite such as Na bisulfite or Na metabisulf ite exhibit less 
pellicle formation than do capsules prepared without the sulfites. 
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TI Pharmaceutical dosage form comprising a sulfite compound 

AB The present invention provides a pharmaceutical dosage form comprising a 
fill material sealed in a gelatin capsule; the fill 

material comprises (a) a selective COX-2 inhibitory drug of low water 
solubility and (b) a sulfite compound in an amount sufficient to inhibit 
crosslinking of gelatin in the gelatin capsule 

upon storage of the dosage form in a closed container maintained at 
40° and 75% relative humidity for a period of 6 mo. For example, a 
soft capsule was formulated containing celecoxib 270, PEG-400 335, 
Tween 80 195, oleic acid 78, HPMC 74, DMAE 35, Pr gallate 2, water 7, and 
Na metabisulf ite 4 parts. 
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TI Pharmaceutical dosage form capable of maintaining stable dissolution 

profile upon storage 
AB The present invention provides a pharmaceutical dosage form comprising a 

fill material sealed in a gelatin capsule, wherein the 

fill material comprises (a) a selective COX-2 inhibitory drug of low water 
solubility and (b) a primary or secondary amine compound in an amount 
sufficient to 

inhibit crosslinking of gelatin in the gelatin 

capsule upon storage of the dosage form in a closed container 

maintained at 40° and 75% relative humidity for a period of 6 mo. 

For example, a composition containing celecoxib 200, PEG-400 271, Tween-80 217, 

oleic acid 61, PVP 47, ethanol 113, hydroxypropyl Me cellulose 39, water 

26, Pr gallate 1, tromethamine 26 parts were filled into soft 

gelatin capsules. The capsules exhibited no pellicle formation 

during storage for a period of 6 mo at 40° and 75% relative 

humidity. 
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TI Gelatin capsules capable of maintaining stable dissolution profile of 

COX-2 inhibitors upon storage 
AB The present invention provides a pharmaceutical dosage form comprising a 

fill material sealed in a gelatin capsule; the fill 

material comprises (a) a selective COX-2 inhibitory drug of low water 
solubility, and (b) a primary or secondary amine compound in an amount 
sufficient 

to inhibit crosslinking of gelatin in the capsule upon 

storage of the dosage form in a closed container maintained at 40° 

and 75% relative humidity for a period of 6 mo. For example, soft 

gelatin capsules filled with a formulation containing celecoxib 2 00 

mg, PEG 400 271 mg, Tween 80 217 mg, oleic acid 61 mg, PVP 47 mg, ethanol 

113 mg, hydroxypropyl Me cellulose 38 mg, water 25 mg, Pr gallate 1 mg, 

and tromethamine 26 mg (.apprx. 3%), after a 24 wk storage at 40° 

and 75% relative humidity, exhibited no pellicle formation. By contrast, 

capsules containing no amine or 0.5% tromethamine exhibited pellicle formation 

by 2 and 4 wk of storage, resp. 
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TI Pharmaceutical dosage form comprising a sulfite compound 

AB The present invention provides a pharmaceutical dosage form comprising a 
fill material sealed in a gelatin capsule; the fill 

material comprises (a) a selective COX-2 inhibitory drug of low water 
solubility, and (b) a sulfite compound in an amount sufficient to inhibit 
crosslinking of gelatin in said gelatin 

capsule upon storage of the dosage form in a closed container 
maintained at 40°C and 75% relative humidity for a period of 6 mo. 
Capsules containing celecoxib 278, Tween-80 195, PEG-400 337, oleic acid 80, 
hydroxypropyl Me cellulose 74, Pr gallate 2, dimethylamino-ethanol 34 
35Total 34. Celecoxib capsules containing sodium 

metabisulf ite in an amount of about 3% by weight of the fill material 
exhibited no pellicle formation during storage for a period of six months, 
as compared with capsules containing no sulfite compound which exhibited 
pellicle formation by two weeks of storage. 
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TI Stabilized oral pharmaceutical composition 

AB An orally deliverable pharmaceutical composition is provided comprising 

an aminosulf onyl- comprising drug, for example a selective 
cyclooxygenase-2 inhibitory drug such as 

celecoxib, and a solvent liquid comprising a polyethylene 

glycol and one or more free radical -scavenging antioxidants. At 

least a substantial part of the drug is in dissolved form in the solvent 

liquid. The composition has rapid-onset properties and is useful in 

treatment of cyclooxygenase-2 mediated conditions and disorders. 
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TI Gelatin capsule exhibiting reduced cross- linking 

AB The present invention relates to compositions suitable for use in 

preparing gelatin capsules, to gelatin capsules exhibiting reduced 
cross -linking, and to methods of preparing such gelatin capsules. 
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TI Pharmaceutical dosage form capable of maintaining stable dissolution 

profile upon storage 

AB The present invention provides a pharmaceutical dosage form comprising a 

fill material sealed in a gelatin capsule; the fill material 
comprises (a) a selective COX-2 inhibitory drug of low water 
solubility, and (b) a primary or secondary amine compound in an amount 
sufficient to inhibit cross-linking of gelatin in said gelatin 
capsule upon storage of the dosage form in a closed container 
maintained at 40° C. and 75% relative humidity for a period of 6 
months . 
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TI Stabilized oral pharmaceutical composition 

AB An orally deliverable pharmaceutical composition is provided comprising 

an aminosulfonyl -comprising drug, for example a selective 
cyclooxygenase-2 inhibitory drug such as 

celecoxib, and a solvent liquid comprising a polyethylene 
glycol and one or more free radical -scavenging antioxidants. At 



least a substantial part of the drug is in dissolved form in the solvent 
liquid. The composition has rapid-onset properties and is useful in 
treatment of cyclooxygenase-2 mediated conditions and disorders. 
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TI Selective cyclooxygenase-2 inhibitors and 

vasomodulator compounds for generalized pain and headache pain 
AB A therapeutic combination useful in the treatment, amelioration, 

prevention, or delay of pain comprising a high energy form of a 

selective cyclooxygenase-2 inhibitor, a 

vasomodulator, and a pharmaceutical ly acceptable excipient, carrier, or 
diluent, the cyclooxygenase-2 inhibitor 

and vasomodulator each being present in an amount effective to 
contribute to the treatment, prevention, ameloriation or delay of pain. 
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